(i2)*#»ta*ft*?ii::S-5L>r^il^BB**ifclll6aai 



(43) m^yj^MQ 

2004^1 ^22 B (22.01.2004) 




PCX 



(10) m^^yj^mm^ 
WO 2004/006921 Al 



(51) mm^n^^m': a6ik 31/4439. 31/155. 9/32. 

45/00, 47/08, 47/10. A61P 3/10, 43/00 



(21) 

(22) SeUMB: 

(25) mmmonm: 

(26) lll6^i>gFl(DWl§: 

(30) fiifettx— i': 
t#Si2002-203U9 



PCT/JP2003/008790 
2003 * 7 ^ 10 Q (10.07.2003) 

Q*S9 

2002 *7 1 1 a (1 1 .07.2002) JP 



(71) amxmm^»<±x<Dtn^miz^i^x):^mm^ 

XlRttSStt (TAKEDA CHEMICAL INDUSTRIES, 
LTD.) [JP/JP]; t541^045 *EJff *Erfi**e 
BrE3T a 1 S 1 # Osaka (JP). 

(72) «BJ#;fccki; 

(75) «W#/aiSiA f*BlCOLxrO!)i^J: /JS* jEg 
(KOIKEJVIasahlko) [JP/JP]; x 560-0021 *IEJft S* 
rfi *EBr5TB 6-7-3 0 5 Osaka (JP). /MU ttS 
(KOYAMA,Hiroyoshi) [JP/JP]; =f 618-0024 *:IEiff = 
aa5a*:fflr^lij^2Tg 2-2 0-2 O 4 Osaka(JP). 
/'RQ It (HAMAGUCHI^Naoru) [JP/JP]; T 567-0832 ^ 
BEiSS^^m fiJll2TB 6-1 1 Osaka (JP). 



(74) ftSA: Bfifl"- . ^^^CTAKAHASHI^huichietal.); 

T532-0024 :*:IEJS ;teEmi£JilB + = *Bir2Ta 

1 7118 5^SQSiaX$t»xedtt^EX«AOs- 

aka (JP). 

(81) (Srtj: AE. AG. AL, AM, AT. AU. AZ, BA. BB, 

BG, BR. BY, BZ. CA, CH, CN. CO, CR, CU, CZ, DE, DK. 
DM, DZ. EC, EE, ES, H, GB, GD, GE. GH, GM, HR, HU, 
ID, IL, IN, IS. JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MX, MN, MW, MX, MZ, NT, NO. 
NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE. SG, SK, 
SL, SY. TJ, TM, TN. TR, TT, TZ. UA. UG, US, UZ, VC, 
VN, YU, ZA, ZM, ZW. 

(84) JiSll Cffiia;: ARIPO ¥f¥^ (GH, GM, KE, LS, MW, MZ, 
SD, SL. SZ, TZ, UG, ZM, ZW), IL— ^ (AM. 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — □ *y 
(AT. BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB. 
GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR), 
OAPI (BF. BJ. CF. CG, CI, CM, GA. GN. GQ. GW, 
ML, MR. NE, SN, TD, TG). 

2X^?=l-K&l;^6a)llSls^col^T^*. ^mmfntn 



^ (54) Title: PROCESS FOR PRODUCING COATED PREPARATION 



(54) 



^ (57) Abstract: A process for producing coated preparations comprising preparations coated with pioglitazone hydrochloride, the 
^ coated preparations being useful as, for example, an antidiabetic agent and being excellent in preparation characteristics, such as 
fN| eludon of pioglitazone hydrochloride. 



wo 2004/006921 



1 



PCT/JP2003/008790 



BM m m 

mm 

m.mm(D{}>tii< tti-mt^m.^'^t)'ii:xtii^mm^m^'^nx^^^ (ep-a 

749751) „ 

vn^mii^^^t5mmu]$.mi!)^n^^nx\^^^ (wo98/57634) , 
3) ^7'/vi^>i^^>. mm:^hy^)v^>i5j;:xsmm±n^vn^mw 
^7'/'ji^>i^^>i!)mm:^ hy^)i5.>0^m±izmm<\: 

(forinulate) ^tlfcE^MW^^^tlTV^^ (WOOl/35940) o 

^7'/^ji^>p-t>tmj^:^hy:t)v^>tf)^. ^ti^M(Dmm±. 
w^bn^ui^f^p^iz^ti^en^^WL-^nrmmm^mmm-^tix^^^ (wooi 

/3594I) . 

5) (a) m^mtbxm.m\^tcfv^v>^rc\t^<Dmm±m^Ln^ 
m^tsf^~mt. (b) m^-MX'pt^K th-mm^n. m^f^^t 

\^X\i^7i-^ Y^^t^mtii-^^U^mm\ (core formulation) ifim^-^ 
nXViS (WOOl/82875) . 
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6) M^fTi-^ \i^mm(O^Pt^<th-'%^m.omk\i^^^)^'J>^M^ 
^\Z^^-^ nifl^MM (core f o rmu 1 a t i on) ifim.^ $ nx S (USP64031 2 1 ) • 

6) liifri-'i mHi^Mm:^ hy^)V^ >T^§MIB5) fa«^©il3i;^S : 

7 ) ^«!i^Ji*«7;i/n-;u^$fc«^r h >mx^^mB i ) fBic©s!ji:«f^ ; 

1 ) IB^wSgji:^^ : 
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10 tua^zmt^o 

fj:0.5~500Min, $e){C$f$b<tt l~150MinTa&§o 

f!lA«50!l!(W/W)OT"r*O, «ff*L<«30mT(w/w)TfeO, $e»fc:$F^L 
25 <«20mT(W/W)T^§o 

-;k 7irh>^j:i:T^5. m^Xh. x^/-;U7&«^ff * L^l^, 
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/w) , $f^t<«i~i5% (w/w) c:(/)<fc'5;ias<£Sgffl-r-5^ 

ta^, ^mmm'^. ^^mmmmmm t\t. m^^t^m. u < « 20-0 

7}?Uk'-;i'7-fe:$'-;i'>'X5^;i'T5/7ii7^-h [AEA (^S^S) , H^] > 
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(W/W) , JfSt<«0.5-15% (W/W) 3:o.fca;S:^g^Srggffl 

i^^m. mmu mmu vammm. ^mmmi ^mtm, ^:&<m. 
\^^xmm(Dm^m^^in^o 
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X W?Lx>:/>^©x>y>^ ; Hilt, m l/K-^ir. D--7>-h- 

HJ^SilfiJ 1 0 0 mSSRfC^f bT> $f*t<(iO. 5-25 MSgB, $ tr$f 

10 ^^^Ji LT«. m^im^-t)i^n~-x. t H n^vyp fci;i/-fe;i/D-7>, 

T, »sL<«o. i~5 oa«ap. $e>{c0Sb<fio. 5~4oa«ia5 

^:^^'>x5"i/> (16 0) ts^)t^i/:fu\iuy (3 0) ^^U3-;P!^j:^j5^ 
Ptf;i/^5";p-fe;i/P-7> ($f^L<tih HP+'>yph:;i/^5^;i/-fe;up-x 

2910, t HP+'>yPt!;U^5^;U-t:>il'P-X 2208 /j:£) , -tr;UP-7>7i:T 
-h (|(ftL.<«7-fe^;i^'^*7t>«39.3~40%O'fe;UP-X7-tx-h) , "t 
JUP-Xv^7-feT— •fe;UP-Xh'J7-feT-h. •t;up— ;^7-fex- h 
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5 □ - A 7 7 ^ vtt] , 7 ^ 'J jmx^jv ' ^^7^^))m^ ^;p*a^M 

W C:t-r K^^^y hNE , u-hy7)\^-^m UE(D7i7'))V 

mti-h^)^i.. iS>fb;^ u 'J'A, 7.i;u-'7.. y;nf h-;i', •7>- h-;k 

;^-U-y?fi. 7-fe^;H-Uy^;l'->h^-h> 7-fe5^;Wh'J 

■bctVio ^i*<b?fiJOff3i;^i«aji:bT«, (1) ■fe;UP-7.7-b:x-h 
20 <ti7-fe^;i'^*;{>U9.3~40%O-b;i/P-X7-feT— h) . 4?UX5^l/>^ 
UP-^P (ff^L<fi5j^UX5'lx>i5?'UP-;i/ 400;^i:) *5ctZ^h U 7-fe5" 
^^-^tr^iilS^P— r-Y >i^: (2):M- U 'i7A*;W7}^^xp<^>»Hr;UP-X. 

b Kp:^^'>:3^Ptf;M^;i'-fe;i/P~;^ 2910, t Yu^=/':fu\i)V^=j')V't)V 

25 ^^{b^JiLT^, ^J^^ihP7xP-;k Xxh^Eg:hh'J>7A. xn 
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i&^^it'^<^x$>-oX'h^<. ^rc^^^(Dm^. tj^u^^^^h, mi^r$> 

1) mm\dtifo ^v>^rz\tmm^^(Dm<Dm^^^ immi^mo)^ 
^^«) , 2) m^\:^-t^'j^'/>^rc\tm^j$.M^^m<D^m9J}^ (^n 
n^mt\tmi.rcm^<Dm^\ik^M(D^mi^ts^) . 3) mm\f:t^')^v>t. 

zzx\ mm^mmtLxit. M^\f^y7.^)ymm m. ^'y. 

T.^m\z'^^LtL\i box 'J \^y7.') ysm ',':fu^^y^y7. 

U>ffi«&;'f>XU><^7^^/>h*fc«SI«#: INS-1^) U 

E) . ■^yT.^iymimimm m. \i^^^}^vyi^tz.\t't(Dmmm.. □ 
i/^\}^vy'^rz.\t^(D-^v^ymM. Gi-262570, u^u4^it> 

(Reglixane)(JTT-5 0 1), h^'J ^yXNetoglitazone) (MCC-5 
5 5), YM-4 4 0, KRP-297, CS-Oll, FK-614, WO 
9 9/5 8 5 1 0{CfBic©<b^% (^J^« (E) -4- [4- (5-^^;U 
-2-yj:.:=.)V-A-^^^'/^))V^V^y) ^yz^)V^^=y^ ^ J] -4 
-7xn;i/M) . ^:^i^U^+l-*-;KRagaglitazar) (NN- 6 2 2), T"ti- 
^'J^if-JKTesaglitazar) (AZ- 2 4 2), BMS-298585, ON 
O- 5 8 1 6. LM-4 15 6. BM- 13-1258, MBX-102. 
GW- 1 5 3 6, LY- 51981 8^) , a i/^^-ifH^^PJ (00, 
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t^^0^--7.. 7tl)l:e^-7.s B.^^)h-}1. X5i^'Jx-h^) , fc*i^7 

U :n h\ 5 5i>^ ij - H Sfett^o;^} ji.i/>i7 Aj^Tlc^ni^, G L P - i #] . 

>^^':f=^>f}V^'f'^^-'\f I VPIW^J NVP-DPP-278» PT 
-100,NVP-DPP-728,LAF237^), jS 3 73f-X h (R 

10 CL- 3 1 6 2 4 3, SR- 5 8 6 1 1 -A> UL-TG-3 0 7, SB- 
226552, AJ-9677> BMS-196085> AZ-40140 

15 >^Sin;^J^) . SGLUT (sodium-glucose cotransporter) PI^^J 

T - 1 0 9 5#) ^^m^fi^n^o 

h}\^UX^yh. V-^}VU7.^yb. 
S.-r}VU:^ify h, y>(^U7.i^y h (SNK-8 6 0), CT- 112^), 

20 nmrn^m^^ m. ngf. nt-3, bdnfi?) , nm^mm'^m^- 
mmmm im. wo o i / 1 4 3 7 2 (rismo-a-o huy^ yM± • 
^m^mm (mpnt4- u-^auyji-jv) -2- (2-^5^;u-i- 
-(^y^/OM -5- (3- (2-p^5^;i/7xy^'» 7^otr;u) 

3 . PKCffi^^fiJ LY-3 3 3 5 3 1^) , AGEffi^lPJ 
25 m> ALT 9 4 6, tfTy>?>, t?7h+ii-^X N- 7x:^>';^5^7^/ 
U'j7A (ALT7 6 6) , EXO-2 2 6^) , ^immm^ 
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'ynT.^f-y. =/>n7.^^>. unT^^^^y. 7V)\/f^7.^^y. v)^n 
7.^=^y. 'j/i>5";k -b'JA*;^:$'5^>. -(^nTs^^y. ZD-4522 

-Vmt'^m ^"^y^yy-V. ^^u^y-V. MZLy^^y-V. 
5 v'^n7^y^-h> ^J"jy7^7'^-h, ^07^7"^-^, C^uy^^ 

^)ym. xh7'<:/7>-h> 7xy7^::^7-h, yA7'r::^Pv;k 
7^:/7-h, tf'J7w':/7-h. an7>fy7-h, 5/A7^::^7-h. 

"r^y^zfy-vfiE) . 7.^77 vyt^mmu^n m. W097/10 

2 2 4 (CfSm<D<b^i^, ^J;1J^ 1- [ [(3R.5S)-l-(3-7irh + x-2.2-vp<^ 
10 )\^^U D □-5-(2, h^>'7xz:;i/)-2-:t^V-l, 2, 3. 5-x 

, ACATPI^^J (^J, jny-^^zT (Avasimibe) > X7;i/i/T-l'7' 
(Eflucimibe) > It-f^f >3^tfe«JI!i m. ':iV7.^=7B.yts.^) , >^ 
□ 7'3-;k ^.zi^ym^nn -ii^:-;Knicoinol). --tUho-jU 
15 (nicerilrol);ij:i*) , zi-^^yVmx^)V. mm7.f-u-)V V<7. 
xP-;Ksoysterol), -ny^^^)^ J -)\^{7 -Qryi^m\)fX.E) fSi^^mH 

^s.mtLx\t. m^\t7yi?t7'yyymmmmm.m\ m> 

20 >x1f;l/i5'> v^U^-fe^^;!/, 01i-;U^>, X7'PU-;l^:5'>, AVHJ->:$'>, 

x;i'5if;u^>.^;i'^i^;u^5^>, ^y-^)\^^y^).t))wy'yj^^tfiMm. 

;ij>J':'A5^-\'>^>;U§aPm (««J. W:/:^pt;^UA, L-27152, AL 067K 

Nip-i2i;it*) > i7PX5?>^At#if e>ns, 
25 mmmmtbxit. m^it^u^mmm m. y'^xyj^yyjvys.y. 

7x>7;P75>> 7x>T-;i/S>, v7h^S>, 7>7x7'7^:>> X 
+1f>7xiS'5>. Tv>K-;k 7xX;i.7'OAV-;P75>^ i^P^> 

«^J, CL-3 1 6 2 43, SR-5 8 6 1 1 -A, UL-TG-30 
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7, SB-226552, AJ-9677, BMS-196085> AZ- 

40 1 4 0^) . ^zf^m-kmmum m. uzf'^y. cntf 

FPL-158491^) m^mHibn^o 

15 iS^;UxAU>:^hU'^A(daltepar!n sodiuin)7^t£) , 7;l'7 

D7\*>(aragatroban);5:<i:) . M.^^MW: '^P+:^— if (urokinase), 
5=-y=^=-"^— If (tisokinase), 7;U-r 7^^— if (alteplase), •t'r'fy—'M 
(nateplase), •=&>f'7^7— if (inonteplase)> yt5x7'7— if (pamiteplase) 
20 ts. E) , iSLfl-^WMM^fm im.'J' ^ P t! >(t i c 1 op i d i ne hydroch I or i de) , 
vP^iJ^y-^Kcilostazol), -f □1^'^> hi?X5^;i/, ^^:/DXh:H-U 
'i7A(beraprost sodium), JH^-tJ-jl^jJ^^lx^— h (sarpogrelate 
hydr och 1 or i de) fs. E) U Emm^f ^tl^, 

i?^ h7;i-;w^» T*^. 

T, ^aj^JiO. 1-100 aagg, iifSL<{il-'99afigPT^S. 
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^'^^t^Mcmnmmmm (ff^L<\tmi) x$>^> z(o^^ 
ummtLx^t. m^itm^/iimizmmonihummmmu wo99/ 
47128 izBm<D=im\intiipmmm'y7.v-h. usP6340475 \ztd,m(Dnmm 

mm □ mmfsi n§ , 
\i^7i--( m^^^t^nmmmmmmtvx\t. 

(1) -b;i'0-;^7-fex-h (if*u<«7-fe^;P'^fij&U9.3~4O%0-fe;WD 
29io,kKo^i/yDtf;P;;C5";Hr;i.p-;^ 2208 *5cfcr)^^S-fe;po 
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ho 

50~99 SM^IP, i(f^b<«70~99l[»aB, ^ ?)(CifF*U< 70~ 

98 asgKtTa:^ «j: -5 tcff t)n§. 

$e>(C. 2|s:^BJCDM«i*l3ctoT#e>n^ TigiJtf^^iJ ^$^y>T□- 
X. ®^0. 01-99 ^fFSL<fiO. l~99S»g|5T*S, tK^iDn. S 
1±^^;?>^*e^7:)-r K^J (fi^^b< (iM^;* h7:t;P5 » T^^^^> ^ 
SS[j^J1'©t:i:^7:^'r H^JOMfi. «aj;i«MSl^J 100 asaPfc^LT, S 
^5~98fi«g|5, «^SL<ttl5~96S«g|5T^^o 

100ajig|5(r?*bT, a^O. 01-25 iff^b<«0. 01-15 s«ai5, ^ 

^(ciff * t < 0. 5-15 mmwr^^h. 
i^^^mmmmt. ^^mm m. -t-^t., ^vv. -^tf^. 
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-k^^BM^m) . m^m^-^ C I GT (impaired Glucose Tolerance) ] , 

it^mm&. &^ik^mmmmm> nsim^&m) . mmm^^iK. aim 

10 mm) , mm. msfa.j£. wmmm (m> mmm^^ 

7PA°->-> ^mww0k. ^nwmim. ^yu—\zm^m. MUR&^wm 

-r>xu>jfiiffi, m^>7.^)>skmz^\i^^nmm. mm m. ^itm. 

25 ^^J^'/ytLX. 7.5~60mg/B, jf^L<«15'-60mg/B, ^ioiZ 
$f*L<^S 15~45mg/0T*^. 
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fi£A (flsSeOkg) lAfe;fcD, 1Z5~2550 mg/B, Jf^t< 
ti 250~2550 mg/BTab^. 

mmo^^m^t. ^m±m i^nxi^^^^m^mmtbxm'^m^r^ z. t 

^^}if^j><Dmwmm%%Lm^m\^xu-7-^ y^f^no z. t^^^mtr^. 

mM\^^^') ^^yxn-^^ y'^f-^nit^m.m\^mm-^^\zn\^x. 
if%m<Dm^i5m^um'r^zt\z^^. mm'd-^^')^vym^mz^n 
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iE\ztm(oyjm\zLrc*^-Dxrrt)n^, ^fc> ummtbxm^^^n^ rp 
H 2. 0 (Dmm ' Mitti u ^^mmm] it. <[^M:i5mizLrc^^'DTmm-t^ 

^mm\t, as9oojnLT^s. 

mm&tLx v>H 2.0 (Dmrn-Mitti ^j'^L.mmm^m^^. 3713, loorpm 
i?[Hi^Axy hmiz^^mt^um^n':>rzmz. 15 ^wz 5o%u±<d&^ 
'/y^mm^ . :i^^m<D^m.ijmz^^ x%^ntcmm.mh 
\t. mt^htci^^m<Dm.mmmtw\mz. m^mm m. -^ot.. yvv. 
^•^^^ >r^, ^v, ^-7, \ivts.E) \zn\yx. mum\z'$c 

if%m\ts •^^\z. ^UMmtLxvm.o(Dmm-m\Lts^)^hmmw. 
^fflvi, iix:. %oxmx/'%}^)vmz^^mwiWk^n'orz.mz. \i^mz 50% 
u±<Dmm\^^if'j^v>^mmt^. :^^m(omm:^m\z^':>x%ihnrc 
^mmm} \zmr^, zzlx. mn^umt. B:^mm:^mi 4^iE\z$Am<D 
:^miz\^rzffi'oxnt:>n^o ^rz> ummtLxmi^^^n^ rpH2.o©ii 
m • Mti] u -^ammj \t. <tk^(Dijm\zbrz*^^xmm'r^::t^^x^ 
t^^. ummtLxm\^^'E>n^mM'm\:ti^j^Ammm0mm&\t. 

mskmtvxpH2.o(Dmm'mt:^v^j^mmm^m\f\ zix:^ sorpm 
x/i}^}vm\z^mmmt:no-ftmz. is^mz io%u±<Dmm\dtif'j 

^'/y^mmr^. ^mnommijmiz^'Dxn^tirzmmmm] 
brc:^^m(D^mmmtmmiz. Pi?L®jt/ m. -rox. yyh. -^-tf^. 
-rj?, oy. 0-^. tJ-Jk hhm) \zMtx. mnmz^±iz^^ 
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-^^^■^'y^h.. ^^-kJl/D-X, jJ^Ulf-;H:faiJ nVTitUx^U-V^Un 

-;i/6000. tLT«. m+Eg3fi:iEB*m^:;^ji^a£fflVi;t. 

10 HM^J 1 

3f^U t*:iJUtroU K> (K-3 0) 18. 9g, ^'Jx^^>i^U:3-j|. 
6 0 0 0 3. 6gi5J;a^mi^lfcr^^>'Ui$'y> (TOit^^l 2Min) 7. 5 

15 GlucophageXR^ (KS^) (^1^/ h7:t;U5 5 0 Omg-^WT^^SS: 
T->r >i:^^fTK ^mOs h:7:t;U5>5 0 0mg/ii^tr:4-i^UiS'V>l 6. 

5 zmz^^M-t^mimwmz. 

20 USS^J 2 

t:h*P=t-'>yDe;i/-tr;i/D-X (^U-HL, B*W^(^)) 26. 4g, 
/J?iJX5^l/>iJfUP-;l/6 0 0 0 1. Z2%.mCi-^y 2. 64g^5 
J;t^li6fetr:t^«J^y> 16. 5g*Xi$'y-;U2 9 7gtc5>^$ii:. 3 

#^JlT#btlfc:^^J3 0 0 g^r^SAL, A0PfiS6 0"CT\ HufBn-^ 
^>i^«K^fflliT3-x^>^<&fTVi, lSg^rc0 2 6 0mg©SiSMJ^ 
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bKD^->yDt!;i/-fe;UD-X (i^l^-FSSL, S*W^(^)) 2 6. 
4g. Jj?'JX5^1/>iyUli-;U6 0 0 0 1. 3 2 g. mit^^> 2. 6 
4g^^XSmmif^^0^V> 16. Se^JL^ J-)V2^1 e\Z^WL^ 

^ >^m^m^^r3-7-^ >^^m\ i^^^to 2 5 9. 7mgoiii?«»j 

10 1 

mm.t^m (fd-3s. n^vyc^^m \z^'a<^. kKo+'>ype;i. 

t}Vu-7. 102 g^-^tfTK^^l 7 0 0 g<&iS^b;5:;&^e)ji)iaL, ^jtiX 

e<£«iT3ii|s^tiSr#rco n^htitz^im^o 1 2 gtci^a-fe;uD-x 1 6 0. 

-^^^tT®^ (n l^^ M 9 K, ^7KMf^R)fm) (^^J-tf-YX : 8 . 5mm 
*I^JE9KN/m T'tT^L, 1 0 2 4 4mg0^^riJSrt#/c. 

Ki^^yi 

20 mm(D^mm\-x%i^titz.^m.mn\z'D\^^x. o. 3m 
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